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September 26, 1974 

Victor A. McKusick, M.D. 
The Moore C l in i c  
Johns Hopkins Hospital  
Baltimore, Maryland 21205 

Dear Victor,  

You asked aboutd-1, the  unusual g i r l  w e  s a w  i n  North 
Carolina who Charles had seen previously i n  Texas. 
there are two major p o s s i b i l i t i e s .  
w e r e  qu i t e  old a t  the  t i m e  she w a s  born and therefore  she may re- 
present a new dominant mutation o r  have been an attempted abortion. 
With regard t o  an attempted abor t ion ,  t he re  are many f ea tu res  which 
she has which are reminiscent of Aminopterin induced f e t a l  malfor- 
mation. Some of those p a t i e n t s  have limb deformities.  They char- 
a c t e r i s t i c a l l y  have s k u l l  de fec t s ,  craniosynostosis,  unusual f a c i e s ,  
upswept eyebrows and h a i r ,  s h o r t  s t a t u r e  and mildly decreased IQ's. 

To my mind, 
A s  you may recall,  the  parents  

The second major p o s s i b i l i t y  i s  the  syndrome Herrmann and Opitz described 
of craniosynostosis,  absent d i g i t s ,  and c r a n i a l  defec ts  a t  the  Bi r th  
Defects meetings i n  1969, as w e l l  as i n  the  Rocky Mountain Medical 
Journal,  66:45, 1969. That p a t i e n t  had a very similar f a c i e s ,  c r a n i a l  
defec t  and limb abnormalit ies although h i s  f e e t  w e r e  more involved 
than h i s  hands. He w a s  of sho r t  s t a t u r e  and mildly retarded. 

How did  your p i c tu re s  of her  t u rn  out?  
having a copy i f  they w e r e  reasonable. 

I would very much appreciate 

W e  r ecen t ly  have seen th ree  o r  four cases of severely a f fec ted  
juven i l e  Marfans with s i g n i f i c a n t  involvement of t he  mitral valve. 
I n  reviewing your chapter i n ,  Her i tab le  Disorders of Connective Tissue, 
you seem t o  suggest t h a t  t h e  severely a f f ec t ed  ch i ldren  are more 
l i k e l y  t o  have more involvement of t he  mitral valve. I have two main 
questions. F i r s t ,  do you have any evidence t h a t  t he re  could be two 
d i f f e r e n t  alleles s ince  most of these  young severe cases are new 
mutations and because of t he  severe mitral involvment, usua l ly  d i e  
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i n  childhood, r a t h e r  than going on t o  reproduce and demonstrate 
i n t r a f a m i l i a l  v a r i a b i l i t y .  Secondly, does mitral valve involve- 
ment seem t o  p ro tec t  aga ins t  a o r t i c  aneurysm? Along t h a t  same 
l i n e ,  with s i g n i f i c a n t  mitral involvement would you advocate 
Propranalol i n  pre-adolescent ch i ldren?  

Did you happen t o  see the  Newsweek t h r e e  weeks ago i n  which the re  
was  a p i c tu re  of a dwarf named Herve Vi l lecha ize ,  p. 4 4 ,  Newsmakers 
sec t ion?  
guy t h a t  w e  presented a t  t h e  Doctor's conference i n  North Carolina, 
who had very s h o r t  hands which were s t i f f ,  s m a l l  f a c i a l  f ea tu re s  
and had thyroid nodules and keratoconus of one eye. Do you have 
influence with movie producers? Apparently he  i s  making a movie i n  
New York and we might be a b l e  t o  i i n d  out something about him. 

C l i n i c a l l y  he  looks exac t ly  likef-I, the l i t t l e  

I t r u s t  t h a t  a l l  is  w e l l  i n  Baltimore. 
long Indian summer here  i n  God's country. 

W e  are c e r t a i n l y  having a 

Sincerely , 

J u d i t h  G. H a l l ,  M.D. 
Di rec tor ,  Medical Genetics 
Ass is tan t  Professor,  Ped ia t r i c s  
and Medicine 
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